Response So <.kiobc;i- 22, 2007, K^-'Slriaion Rei.|iiii-erneni 
AppSicatixjii Ho. jO/Si6,908 (60020S30-0004) 
Page 2 

IN THE CLAIIV1S 
Tn« ijicseri zawrs 'mi-n^s replaces an pnor dasms ifstsngs; 

1 . (Originai) A recoi-nbinant anticoagulant protein comprising a fesion of gnnexin V 
(ANV) (S£Q ID HO: 10) and a Kunte protease inhibitor (KP!). 

2. (Originai) A recombinant anticoagulant protein according to claim 1 comprising a 
pfvOtein sen^jence seiecled from the group consisting of TAP-ANV (SEQ ID NO: 1), 
ANV-6L16 (SEQ ID IMO. 2), ANV-Kapp (SEQ ID NO: 3), and ANV-KK-f^Pi (SEQ iD NO; 
4), or conservatively substifeted variants ttiereot 

3. {Onginai) An ant-thronbotic cornpcs;tiO'-. con^priSing a recombinant anticoagulant 
protein comprising a fusion of annexin V (AHV) {SEQ ID NO. 10) and a Kunitz 
protease iniiibitorCKPi), 

4. (Originai) An antitlirombotic composition according to claim 3 further comprising a 
pharmaceuticaHy acceptable excipient. 

5. (Onginai) An antithrombotic composiison according to cia;m 3 comprising a protein 
mmencB selected from the group consisting of TAP-ANV {SEQ iD NO; 1), ANV-6L15 
(SEQ ID NO. 2;, ANV-K^f- (SEQ ID NO; 3), and ANV-KK^fpi (SEQ ID NO; 4), or 
conservatively suDSiituted variants thereof. 

5, (Orsginai) A method of iniiibiting blood coagulation in a mammalian subject 
comprising administering to tiie subject an effective amount of a recombinant 
anticoagulant protein comprising a fusion of annexin V (ANV) (SEQ ID NO: 10) and a 
Kunitz protease inhibitor (KPi). 

7, OvViThdrawn) .A method of producing a recombinant anticoagulant protein 
co.nipfising linking annexin V (ANV) (SEQ ID NO; 10) and a Kunitz protease inhibitor 

(KPI). 



8. • VVftharawn) A rnetliod according to claim 7 compnsing generating & r«c.omb nant 



Response -x: Oa<mi 22. 2007, Resinction ReqwirctiiCRt 
Appiicaiion No. \m {«,9(?8<60Q20830-(K)04V 

Page 3 

DNA fmolecule comprising a first DNA sequence encoding annexin V (ANV) (SEQ iO 
MC: 9) and a second DNA sequence encoding a Kunitz protease inhibitor (KPI). 

S iVVithdra-wn) A .method according to ciaim 8 con^prising generating a recombinant 
DNA .-rioiecuie comprisina a sequence selected from the group consisting of T.aP-ANV 
•;SEQ ID NC: 5), ANV-6L15 (SEQ ID NO: 6), ANV-Kapp (SEQ iD NO- 7), and ANV- 
KKiirpf, {SEQ !D NO: 8), Of conservativeiy substitutecl veriants thereof. 

10. (Wlthdrsiwn) A method of treating or preventing an excess of tfirofnbotic activity in 
a subject in need of sucli treatment or prevention, said method oomprising 
administenng to tie subject an effective arnount of an; antithrombotic cpmposition 
CGmprising a fusion o! annexin V (ANV) ($EQ. ID NO; 10) and a Kunitz protease 

inhibitor (KPI). 

11. iWimdrawo; .A recorribinant DNA moiecuie comprising a first DN.A sequence 
encoding ar ru?xin V iANV^ (SEQ ID MO: 9) and second DNA sequence encoding a 
Kunitz protease inhibitor (KPi), 

12. (Witlidrawn) ATecombinantDNA morecuie according to ciaim 11 wiierein said 
first DNA sequfence comprises SEQ. ID; NO. 9 (encoding ANV), SEQ. ID. NO. 14 
(e^icoding Cys^'*-to-Aia mutatjqn of ANV), or conservativeiy substituted variants 

thereof, 

13. {VVitindrawn) A recombinant DNA moiecuie according to claim 11 comprising a 
DNA sequence selscted fron the group con.sisring of TAP-ANV (SEQ iD NO. 5), ANfv'- 
5L15 (SEQ iD NO. 6). .ANV-Kapp (SEQ ID NO: 7), and ANV-KK-;.p; (SEQ ID NO: 6;. or 
consefvativeiy substituted variants thereof. 

-s^ .,VVitridrav,'n) A host ceit comprising a recombinant DNA moiecuie siceprding to 

15. (VVithdravv.n) A stabiy transfected cell line expressirtg a recombinant anlicoaguiant 
protein according to claim 1. 
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16. (Withdrawn) A prokaryotic ceii isne according to daim 15. 

17. (Withdrawn) A eukaryotic ceil line according to claim 15. 

13. (Withdrer.vn) A process for the preparation of a ceii iine expressing a recombinant 
anticoaguiant protein comprising a fusion of annextn V (ANV) (SEQ ID NO: 10) and a 
Kunitz protease inhibitor (KPf), said process comprising stabiy transfeciing a host cell 
wftli a recorribinant expression vector comprising a cDNA sequence encoding AI^V or 
consefvativeiy substituted variams thereof, and a cDNA sequence encoding a KPL 

19. (VVitlidrawn) A recombinant expression vector comprising a first nucleotide 
sequence encoding annexin V (ANV) (SEQ !D NO: 9), Cys^^^-to-Ala mutation of ANV 
(SEQ ID NO. 14): or conserv'attvely substituted variants Ihei-eof, and a second 
nucleotide sequence of a KMiz protease inhibitor (KPi) together with additionai 
sequences capable of dis-ecting ii-e synthesis of a recombinant anticoaguiant protein 
comprising a fusion of ANV and a KP\, in a culture of stably iransfected ceils. 

20. (Withdrawn) A recombinant expression vector according to claim 1S in a culture of 
stabiy transfected prokaryotic cells. 

21 . (Witndrawn) A recombinant expression vector according to ciaim lS in a cullsire 
Df stably transfected eukaryotic cells. 

22 ivVii.^draAn': A recoir^h -an: e>ycSsion vector according to ciaiiTi 1S wheresn 
said tiist nucieoiide sequence coiTipnses SEQ iD NO: 9 (encoding ANV). SEQ ID. 
NO M • encoding Cys^^^-to-Ala mutation of ANV), or conservatively substituted 

variants thereof. 

:3 (Withdrawn) A recombinant expression vector according to claim 19 comprfSing 
3 nucieotide sequence selected from th& group of TAP-ANV (SEQ ID NO: 5), ANV- 
611 5 (SEQ ID NO: 6), ANV-Kapp (SEQ !D NO; 7), and ANV-KKff-p: (SEQ ID NO; 8), or 
conservatively substituted variants thereof. 



